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Amendments to Claims 

1 . (Withdrawn) An in vivo method for identifying a diabetes-mediating protein, 
comprising: 

(a) obtaining cells or tissue which secrete insulin or are capable 
of developing into insulin-secreting cells; 

(b) transplanting said cells or tissue into a host mammal, wherein 
said host mammal is at risk for development of diabetes; 

(c) removing said transplanted cells or tissue from said host 
mammals at a plurality of time periods between 
transplantation and development of diabetes; 

(d) analyzing the protein expression of said removed cells or 
tissue; 

(e) comparing the expression of said protein at one time period 
in the presence of diabetes development with the expression 
of said protein in the absence of diabetes development to 
identify a protein which exhibit an altered expression as a 
result of development of diabetes, wherein said protein is a 
diabetes-mediating protein. 



2. (Withdrawn) The method of claim 1, wherein said cell is a pancreatic islet cell 
or a p cell. 
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3. (Withdrawn) The method of claim 1, wherein said host mammal is 
immunologically compatible with said transpleinted cell. 

4. (Withdrawn) The method of claim 1 , wherein said analysis of protein expression 
is by gel electrophoresis, immunoblotting, mass spectrometry, or chromatography. 

5. (Withdrawn) The method of claim 4, wherein said electrophoresis is two 
dimensional gel electrophoresis. 

6. (Currently amended) An isolated diabetes-mediating protein identified by 
tlu ' ougli the process comprising of claim 1 : 

(a} obtaining cells or tissue which secrete insulin or are capable of 
developing into insulin-secreting cells: 

(b) transplanting said cells or tissue into a host mammal, wherein said 
host mammal is at risk for development of diabetes: 

(c) removing said transplanted cells or tissue from said host mammals 
at a plurality of time periods between transplantation and 
development of diabetes: 

(d) analyzing the protein expression of said removed cells or tissue: and 

(e) comparing the expression of said protein at one time period in the 
presence of diabetes development with the expression of said protein 
in the absence of diabetes development to identify a protein which 
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exhibit an altered expression as a result of development of diabetes. 

wherein said protein is a diabetes-mediating protein, 
wherein said diabetes-mediating protein is selected from the group consisting of: lEF 010. 
lEF Oil ■ lEF 025. lEF 028. lEF 083. lEF 085. lEF 1 1 5. lEF 145. lEF 1 73. lEF 1 86. lEF 1 87. 
lEF 189. lEF 194. lEF 201. lEF 210. lEF 217. lEF 225. lEF 265. lEF 267. lEF 276. ffiF 279. 
lEF 285. lEF 289. lEF 306. lEF 310. lEF 329 (GR78y lEF 329 fNCPRl lEF 330. lEF 342. 
lEF 347. lEF 354. lEF 382. lEF 387 (T064V lEF 387 (TCPG\ lEF 387 (COPPt. lEF 425. 
lEF 471. lEF 480. lEF 483. lEF 505. lEF 506. lEF 507. EEF 561. lEF 563. lEF 655. lEF 759. 
lEF 1081. lEF 1196. lEF 1342. lEF 1356. NEPHGE 017. NEPHGE 156. NEPHGE 169. 
NEPHGE 203. NEPHGE 269 rANX2'). NEPHGE 269 (G3P\ NEPHGE 298 rLEG3'). 
NEPHGE 298 rUnknown't. NEPHGE 668. NEPHGE 670. NEPHGE 672. NEPHGE 673. 
NEPHGE 674. lEF 015. lEF 339. lEF 340. lEF 344. lEF 358. lEF 436. lEF 441. lEF 442. 
lEF 484. lEF 510. lEF 614 (ERP5V lEF 614 (ATPBl lEF 665. lEF 719. lEF 825. lEF 831. 
lEF 882. lEF 887. lEF 895. lEF 908 (ER3n. ffiF 908 (PMGBt. lEF 939. lEF 941. lEF 949 
rRNU53882V ffiF 949 (Unknown'). ffiF 950. NEPHGE 001. NEPHGE 007. NEPHGE 009. 
NEPHGE 018. NEPHGE 102 (TC?Z\ NEPHGE 102 rRNPKMPS). NEPHGE 123. 
NEPHGE 129 rKPY2\ NEPHGE 129 (Unknown^ NEPHGE 130 (MMSA\ NEPHGE 130 
rRNPKMPS). NEPHGE 171. NEPHGE 1 74. NEPHGE 1 76. NEPHGE 181. NEPHGE 1 82. 
NEPHGE 211. NEPHGE 227. NEPHGE 23 1 rSKCRLH. NEPHGE 23 1 rBTHILV NEPHGE 
236. NEPHGE 253. NEPHGE 296. NEPHGE 306. NEPHGE 3 1 0. NEPHGE 326. NEPHGE 
328. and NEPHGE 334. 
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7. (Currently amended) A diabetes-mediating protein according to claim 6, 
wherein said protein is characterized as exhibiting an altered expression during development 
of diabetes, relative to expression of the same protein in the absence of diabetes. 

8. (Currently Amended) The diabetes-mediating protein of claim 7, wherein 
said protein is selected from the group consisting of the proteins list e d in Tables 1 and 2 
having the mass spectrometrv profiles depicted in any of Figures 6-48 . 

9. (Withdrawn) The diabetes-mediating protein of claim 7, wherein said protein is 
selected from the group of proteins characterized as having the mass spectroscopic 
characteristics of a protein shown in FIGs. 6-48. 

10. (Original) The protein of claim 7, wherein said protein is a protective protein, 
characterized as a protein capable of that : 

(a) prot e cting protects against the development of diabetes in a subj ect at risk for 
the development of diabetes; 

(b) delaying delays the onset of diabetes in a subject at risk for the development 
of diabetes; or 

(c) ameliorating ameliorates the symptoms of diabetes in a subject at risk for 
development of diabetes. 

1 1 . (Original) The protein of claim 7, wherein said protein is a deleterious protein, 
characterized as a protein capable of that : 
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(a) ciiliaiicing enhances the development of diabetes; 

(b) inc r easing increases the risk of a subject developing diabetes; 

(c) r e ducing reduces the time required for development of diabetes in a subject 
at risk for development of diabetes; or 

(d) increasing increases the severity of the symptoms of diabetes. 

12. (Withdrawn) A method for predicting the development of diabetes, 
comprising: 

(a) measuring the expression of one or more of a protein shown in Table 1 in a 
sample obtained from a test subject; 

(b) measuring the expression of one or more of a protein shown in Table 2 in a 
sample obtained from a test subject; and 

(c) comparing the expression of the proteins of steps (a) and (b) relative to 
expression in a control sample; 

wherein changes in a one or more of the proteins of Tables 1 and 2 is indicative of 
the development of diabetes. 

13. (Withdrawn) The method of claim 12, wherein said sample is any one of 
a cell, cells, or tissue expressing one or more of the diabetes-mediating proteins listed in 
Tables 1 and 2. 

14. (Withdrawn) An in vitro method of identifying a protective or deleterious 
diabetes-mediating protein, said method comprising: 
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(a) transfecting a cell with a polynucleotide encoding a diabetes- 
mediating protein under conditions in which the 
polynucleotide is expressed as a protein; and 

(b) determining the effect of said expressed protein on said cell, 
wherein said effect is measured as a change in one or more 
cell functions in the absence or presence of a cytokine, 
wherein said cell functions are one or more of nitrous oxide 
(NO) production, insulin secretion, cell survival, protein 
expression, and cytotoxicity. 



15. (Withdrawn) An in vivo method of identifying a protective or deleterious 
diabetes-mediating protein, said method comprising: 

(a) generating a transgenic mammal expressing a diabetes-mediating 
protein under conditions in which said protein is expressed; and 

(b) determining the effect of said protein expression on the development 
and timing of diabetes onset, wherein a protective protein is one 
which prevents, inhibits, or slows the development of diabetes in a 
subject at risk for diabetes, and a deleterious protein is one that 
causes development of diabetes, increases the risk of development of 
diabetes, increases the severity, or decreases the period of time 
required for the development of diabetes in a subject at risk for 
developing diabetes. 
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16. (Withdrawn) A transgenic non-human mammal comprising an exogenous 
diabetes-mediating protein transgene. 



17. (Withdrawn) An assay method for screening compounds, wherein said 
compounds are capable of effecting the expression of a diabetes-mediating protein, 
comprising: 

(a) administering a test compound to the transgenic mammal of 
claim 16; 

(b) measuring the effect of said compound on the incidence and 
timing of the development of diabetes, wherein said 
compound inhibits, decreases, induces, or increases the 
expression of said protein. 



18. (Withdrawn) A compound identified by the assay method of claim 17, 
characterized as: 

(a) inducing or enhancing the expression of an endogenous protective 
protein; or 

(b) suppressing or inhibiting the expression of a deleterious diabetes- 
mediating protein; wherein the compound is capable of delaying or 
preventing the development of diabetes in a subject at risk for 
development of diabetes. 
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19. (Currently amended) A method of treating or preventing diabetes or a 
diabetes-related dis or de r disease, comprising administering a compound capable of 
preventing or delaying the development of diabetes in a subject at risk for development of 
diabetes, or capable of ameliorating the symptoms of diabetes in a diabetic subject .wherein 
said diabetes-mediating protein is selected from the group consisting of: lEF 010. lEF 01 1. 
lEF 025. lEF 028. lEF 083. lEF 085. lEF 1 15. lEF 145. lEF 173. lEF 186. lEF 187. EBF 189. 
lEF 194. lEF 201. lEF 210. lEF 217. lEF 225. lEF 265. EEF 267. IEF276. lEF 279. lEF 285. 
lEF 289. lEF 306. lEF 3 10. lEF 329 (GR78). lEF 329 rNCPRl lEF 330. lEF 342. lEF 347. 
lEF 354. lEF 382. ffiF 387 fT064'>. lEF 387 (TCPGV lEF 387 (COPDl lEF 425. lEF 471. 
lEF 480. lEF 483. lEF 505. lEF 506. lEF 507. lEF 561. lEF 563. lEF 655. lEF 759. lEF 
1081. lEF 1196. lEF 1342. lEF 1356. NEPHGE 017. NEPHGE 156. NEPHGE 169. 
NEPHGE 203. NEPHGE 269 (ANX21 NEPHGE 269 (G3P\ NEPHGE 298 (LEG3\ 
NEPHGE 298 OlnknownV NEPHGE 668. NEPHGE 670. NEPHGE 672. NEPHGE 673. 
NEPHGE 674. lEF 015. lEF 339. lEF 340. lEF 344. lEF 358. lEF 436. lEF 441. lEF 442. 
lEF 484. lEF 510. lEF 614 rERP5\ ffiF 614 fATPBV lEF 665. lEF 719. lEF 825. lEF 831. 
lEF 882. ffiF 887. ffiF 895. ffiF 908 (ER3n. ffiF 908 fPMGB). ffiF 939. lEF 941. ffiF 949 
fRNU53882\ ffiF 949 fUnknownV ffiF 950. NEPHGE 001 . NEPHGE 007. NEPHGE 009. 
NEPHGE 018. NEPHGE 102 (TCPZ\ NEPHGE 102 rRNPKMPS't. NEPHGE 123. 
NEPHGE 1 29 (KPY2'>. NEPHGE 1 29 (Unknown'). NEPHGE 1 30 CMMS At. NEPHGE 1 30 
rRNPKMPSt. NEPHGE 171. NEPHGE 1 74. NEPHGE 1 76. NEPHGE 181. NEPHGE 1 82. 
NEPHGE 211. NEPHGE 227. NEPHGE 23 1 rBKCRU). NEPHGE 23 1 (BTHffit. NEPHGE 
236. NEPHGE 253. NEPHGE 296. NEPHGE 306. NEPHGE 3 1 0. NEPHGE 326. NEPHGE 
328. and NEPHGE 334 . 
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20. (Withdrawn) The method of claim 19 wherein said compound is an 
antisense sequence. 

21. (Withdrawn) The method of claim 19 wherein said compound is an 
antibody specific against a diabetes-mediating protein antibody. 

22 . (Original) The method of claim 1 9, wherein said compound is a diabetes- 
mediating protein. 

23. (Original) The method of claim 22, wherein said diabetes-mediating 
protein is selected from the group of proteins of Tables 1 and 2 having the mass 
spectrometry profiles depicted in any of Figures 6-48 . 

24. (Withdrawn) The method of claim 19, wherein said compound enhances or 
increases the expression of a diabetes-mediating protein. 

25. (Withdrawn) The method of claim 19, wherein said compound inhibits or 
decreases the expression of a diabetes-mediating protein. 

26. (Withdrawn) The method of claim 25, wherein said compound is a 
polynucleotide which inhibits the in vivo expression of a diabetes-mediating protein. 
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27. (Withdrawn) A method for identifying a compound capable of modulation the 
activity of a diabetes-mediating protein, comprising treating cells, tissues, or animals with 
a test compound suspected of being capable of modulating the activity of a diabetes- 
mediating protein, and determining the effect of said compound on the activity of one or 
more diabetes-mediating protein(s). 



